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Poll: 	how many of you feel like you use the placebo effect consciously in your practice
	How many have experienced improvement in your personal health that you think may have been due to  	placebo effect?





Take Home Points

 The Placebo effect is real, powerful and difficult to 
measure

 The Placebo Effect is more likely to be evident for 
non-binary outcome measures (e.g. pain or depression 
scales), and for particular diagnoses.

 There are ethical pitfalls in using the placebo effect, but 
ignoring it perils the loss of a powerful therapeutic tool

 Honest presentation of therapeutic options, including 
placebo, is best.



The Talk

 Define placebo effect and how we measure it
 Describe examples of placebo effect in medical, 

surgical and other therapeutic intervention 
modalities.

 Describe the possible mechanisms of action of 
the placebo effect

 Outline the ethical pitfalls involved in using the 
placebo effect

 Suggest ways to use the placebo effect ethically.



Placebo Effect: Definition

 Placebo – Latin for “I shall please”
 “The placebo effect is the measurable, 

observable, or felt improvement in health not 
attributable to treatment.”  - The Skeptic’s 
Dictionary

 “The desireable psychological and physiological 
effects of meaning in the treatment of illness.” –
Daniel Moerman, University of Michigan 
Department of Behavioral Science 
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Anyone like to take a stab defining the placebo effect?
“measureable or obserable” – in other words it’s “real.”  The illness wasn’t “all in their head”
Nocebo effect – patient who disbelieves in a treatment may experience worsening symptoms.



Placebo Effect – how do you 
measure it?

 Very hard to measure placebo effect for a given 
condition.  Usually need a 3-arm trial (intervention 
group, placebo group, “natural history” group).  

 Placebo group better than “natural history” 
placebo effect.

 Natural history group very difficult to create – every 
intervention such as taking a history, stating a 
diagnosis, measuring blood pressure, keeping a 
symptom journal - may alter natural history



The Echinacea Study
 400 volunteers receiving one of 3 preparations of echinacea or 

placebo in either prophylactic or treatment mode then exposed 
to rhinovirus (susceptability confirmed). Subjective and objective 
outcome measures

 No benefit to given echinacea extracts for either prophylaxis or 
treatment.

 Those patients who thought they were getting the echinacea had 
statistically significant improvement in their symptom score.

 An Evaluation of Echinacea angustifolia in Experimental 
Rhinovirus Infections
Turner R. B., Bauer R., Woelkart K., Hulsey T. C., Gangemi J. D. 
N Engl J Med 2005; 353:341-348, Jul 28, 2005 
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http://content.nejm.org/cgi/content/short/353/4/341�
http://content.nejm.org/cgi/content/short/353/4/341�


Post molar extraction ultrasound for 
swelling reduction

 79 patients – sham vs. real ultrasound vs. 
untreated group for postop swelling after 3rd

molar extraction. 
 Reduced swelling by both U/S and Sham U/S 

compared to untreated group.  Equal magnitude of 
effect.

Ho KH, Hashish I, Salmon P, Freeman R, Harvey W. 
Reduction of post-operative swelling by a placebo 
effect. J Psychosom Res. 1988;32(2):197-205. 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=3404502&query_hl=1�


Exercise Duration and 
Functional Class in Heart Failure 
 Retrospective review of 15 patients that had received 

placebo in various drug trials at Ohio State University 
vs. 9 patients from a “natural course” controlled trial
 Statistically significant 81 second improvement in exercise 

duration and 27% improvement in functional class for the 
placebo patients.  No improvement in LVEF for either 
group.

Archer TP, Leier CV. Placebo treatment in congestive heart 
failure.
Cardiology. 1992;81(2-3):125-33. 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=1286471&itool=iconabstr&query_hl=3�




Positive Versus Neutral 
Consultation

 200 British patients with symptoms but no signs of 
illness treated in a “positive” vs. neutral way:
 Positive: Firm diagnosis and “you will be better in a few 

days.”
 Neutral: “I cannot be certain what is the matter with you”
 64% of positive consultation patients got better in 2 weeks 

compared to 39% in Neutral.

Thomas KB. General practice consultations: is there any point 
in being positive? Br Med J (Clin Res Ed). 1987 May 
9;294(6581):1200-2. 





Adherence as Placebo
 2175 Post-MI patients taking propranolol vs. 

placebo (Beta blocker heart attack trial) with 1 
year follow-up:
 Poor adherers (take <75% of doses) had statistically 

significant elevated OR of death whether on 
propranolol (3.1) or placebo (2.5)

 Difference not accounted for by severity of MI, race, 
marital status, education, smoking, high life-stress or 
social isolation.

 Horwitz RI, Viscoli CM, Berkman L, Donaldson RM, 
Horwitz SM, Murray CJ, Ransohoff DF, Sindelar J. Treatment 
adherence and risk of death after a myocardial infarction. 
Lancet. 1990 Sep 1;336(8714):542-5. 

Presenter
Presentation Notes
Adherence issues come up when you discuss the placebo effect
Similar results for cholesterol lowering meds, antibiotics for infection prevention in neutropenic patients, 
Is adherence a surrogate for acceptance of patient and/or physician enthusiasm for treatment?
But placebo effect has even more interesting examples




Pacemaker as Placebo
 Multicenter, randomized, double-blind study to 

evaluate “active” vs. “inactive” pacing for 
hypertrophic cardiomyopathy

 At 3 month follow-up
 Quality of life measures – no difference
 LV outflow gradient – reduction in both groups but more 

in “active pacing” group.
 Similar results for cardiac resynchronization devices 

and pacemakers placed for other indications
 Linde C, Gadler F, Kappenberger L, Ryden L. Placebo effect of 

pacemaker implantation in obstructive hypertrophic 
cardiomyopathy. PIC Study Group. Pacing In Cardiomyopathy.
Am J Cardiol. 1999 Mar 15;83(6):903-7. 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=10190407&query_hl=5&itool=pubmed_docsum�
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=10190407&itool=iconabstr&query_hl=5&itool=pubmed_docsum�




Surgery As Placebo

 Probably a greater effect than medical treatment
 Sham arthroscopy relieved knee arthritis pain as well 

as real arthroscopy
 Moseley JB Jr, Wray NP, Kuykendall D, Willis K, Landon 

G.Related Articles, Arthroscopic treatment of 
osteoarthritis of the knee: a prospective, randomized, 
placebo-controlled trial. Results of a pilot study. Am J 
Sports Med. 1996 Jan-Feb;24(1):28-34. 

 Sham CABG (internal mammary ligation) relieves 
angina (Cobb, NEJM 1959)
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http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=8638750&query_hl=9&itool=pubmed_docsum�
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=8638750&query_hl=9&itool=pubmed_docsum�
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Display&dopt=pubmed_pubmed&from_uid=8638750�
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=8638750&itool=iconabstr&query_hl=9&itool=pubmed_docsum�


Maybe There is no Placebo Effect

 2001 meta-analysis of trials with 3-arm designs: 114 
trials (32 binary outcomes, 82 continuous outcomes), 
total of ~8000 patients.   
 Placebo had no statistically significant effect on binary 

outcomes, yes on continuous outcomes (especially pain).

Is the Placebo Powerless? An Analysis of Clinical Trials 
Comparing Placebo with No Treatment, The New 
England Journal of Medicine, May 24, 2001 (Vol. 344, 
No. 21).
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Hrobjartsson, A. et al. N Engl J Med 2001;344:1594-1602

Effect of Placebo in Trials with Binary or Continuous Outcomes
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Table 1. Effect of Placebo in Trials with Binary or Continuous Outcomes.



Placebo Effect - Modulators

 Brand name Aspirin shown to be better than 
generic aspirin

 Brand name placebo worked better than generic 
placebo

 Type of illness 
 Patient’s expectations
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Type of illness – depression, ulcer pain traditionally greater effect



Why the Placebo Effect 
Works? 

Presenter
Presentation Notes
Most depression trials show a placebo effect of ~50%



“Mind over molecules”

 Belief affects neurochemistry, hormonal and 
immune systems.
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Most depression trials show a placebo effect of ~50%



“Mind over behavior” –

 behavior of sick or injured people is socially 
expected or sanctioned, and the placebo effect 
may at times be a measure of changed behavior. 
 Alcohol placebo leading to drunken state
 Emetic placebo leading to vomiting



Natural History Effect

Things often get better on their own – disease is 
often cyclical in nature
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Regression to the Mean

 People join studies often at more symptomatic 
phases of disease



Process of Treatment 

 A process of treatment that involves 
showing attention, care, affection, etc., to 
the patient/subject, a process that is 
encouraging and hopeful, may itself trigger 
physical reactions in the body which 
promote healing.





How many of you have 
wished you had a 
placebo to give a 
patient during a 

clinical encounter?  
Why?

How many of you have felt guilty for 
wishing that?



Why do you use the placebo 
effect?

 It works
 Prevents taking other, potentially harmful 

treatments or interventions
 Cheap
 Patient Satisfaction
 Avoids “difficult conversations”



Risks of Using the Placebo Effect

 Deceitful
 Unethical
 May impair doctor-patient relationship which itself has a 

placebo effect
 Reduce diagnostic vigilance
 Not evidence based – no protocols or way to reliably 

measure the effect (although this is true for “real” 
medicines too)

 Promotes “pill for every ailment” myth
 Can also be seen as self-serving for the physician

 Patients may become resistant to definitive treatment 
(e.g. psychotherapy)



How do you use the placebo 
effect?

 “this is really going to work”
 “I’m sure you have ___”
 Ordering labs to lessen patient’s anxiety
 Specific medicines (Robitussin, meclizine)
 “This works by stimulating the body’s own healing 

mechanisms.”
 “Impure placebos” – e.g. Abx for viral URI’s, B12 for 

fatigue, sham surgery etc. 
 Impure placebos can cause physiologic harm
 Impure placebos can end up deceiving the doctor – she 

believes agent has potency when in fact it has none.



The Challenge

 Find a way to use placebo effect without being deceitful
 Don’t use it in patients that you have negative feelings about
 Don’t try to find a “personality type” of people who might 

respond to placebo (different people respond differently 
during various times in their life)

 “What do you think would make you better?” and “What 
were you hoping to get from your visit today?”

 Try to get a sense of the implied expectation of the patient
 “the physician should give me full information about the treatment”
 “the physician will choose on my behalf any treatment most likely to 

help”
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An Honest Attempt
 “Mrs. Jones, the type of depression you have has been treated in 

the past with either antidepressant medicine or psychotherapy, 
one of the talking therapies. These two treatments are still widely 
used and are options for you. There is a third kind of treatment, 
less expensive for you and less likely to cause side effects, which 
also helps many people with your condition. This treatment 
involves taking one of these pills twice a day and coming to our 
office every two weeks to let us know how you're doing. These 
pills do not contain any drug. We don't know exactly how they 
work; they may trigger or stimulate the body's own healing 
processes. We do know that your chances of improving with this 
treatment are quite good. If after six weeks of this treatment 
you're not feeling better we can try one of the other treatments.” 
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